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(57) Abstract: The invention relates to the use of a 5 HT 4 receptor antagonist in the manufacture of a medicament for the prophylaxis 
or treatment of atrial remodelling in a mammal. Preferably, the antagonist is N-[(1 "butyl -4-piperidinyl) methyl j-3,4-dihydro-2H- 
[l,3]oxazino[3,2-a]indole-10-carboxamidc (SB207266) or a pharmaceutic ally acceptable salt thereof. The invention also relates 
to the use of SB 207266 or a pharmaceutical ly acceptable salt thereof in the manufacture of a medicament for the treatment or 
prophylaxis of atrial fibrillation in a mammal by administering to the mammal a daily oral or parenteral dosage regimen of about 
0.2 mg to 1.0 mg of the SB 207266 or salt thereof per kg of total body weight (measured as the free base). The invention also 
relates to the use of SB 207266 or a pharmaceutical^ acceptable salt thereof in the prophylaxis or treatment of atrial arrhythmia in 
a mammal by administration of the SB 207266 or salt thereof on the first day at a loading dose of about 1.2 to about 2.0 times the 
daily maintainance dose, followed by administration of the SB 207266 or salt at the daily maintainance dose on subsequent days. 


WO 02/011766 A3 I1W1MIIIMI1MMH 


MX, MZ, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, 
SL, TJ, TO, TO, 'IT, *TZ, UA, UG, US, UZ, VN f YU, ZA, 
ZW. 

(84) Designated States (regional): AR1PO patent (GH, GM, 
KB, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW), Eurasian 
patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European 
patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, 
IT, LU, MC, NL, PT, SE, TR), OAPI patent (BF, BJ, CF, 
CG, Q, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, 
TG). 

Declaration under Rule 4.17: 

— as to the applicant 's entitlement to claim the priority of the 
earlier application (Rule 4. 11 (Hi)) for all designations 


Published: 

— with international search report 

(88) Date of publication of the international search report: 

1 August 2002 

For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations" appearing at the begin- 
ning of each regular issue of the PCT Gazette. 


INTERNATIONAL SEARCH REPORT 

Intei^ >nal Application No 

PCT/GB 01/03544 

A. CLASSIFICATION OF SUBJECT MATTER , 

IPC 7 A61K45/08 A61P9/06 


According to Internationa! Patent Classification (IPC) or to both national classification and IPC 


B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 A61K A61P 

Documentation searched other than minimum documentation to the extent that such documents are tnc 

uded in the fields searched 


Electronic data base consulted during the International search (name ot data base and, where practical, search terms used) 


EPO-Internal , PASCAL, WPI Data, BIOSIS, MEDLINE, CHEM ABS Data, SCISEARCH, EMBASE 
PAJ 


C. DOCUMENTS CONSIDERED TO BE RELEVANT 


Category 0 

Citation of document, with indication, where appropriate, oT the relevant passages 

Relevant to claim No. 

X 

WO 98 07728 A (FED0UL0FF MICHAEL ; GUEST 
DAVID WILLIAM (GB); SMITH GILLIAN ELIZABE) 
26 February 1998 (1998-02-26) 
cited 1n the application 

* p. 1-4; claims 1,7 * 

3-5, 

8-11, 

14-19, 

24,25, 

28-34, 

40-43, 

46-48 

X 

WO 94 27965 A (SYNTEX INC) 
8 December 1994 (1994-12-08) 
cited 1n the application 

claims 1-29 

V- 

3-5, 
8-10, 
40-43, 
46-48 


LU 


Further documents are listed In the continuation of box C. 


ID 


Patent family members are listed in annex. 


° Special categories of cited documents : 

•A* document defining the general state of the art which i3 not 

considered to be of particular relevance 
■E' earlier document bul published on or after the International 

fifing date 

"L" document which may throw doubts on priority clalm(s) or 
which is ctled to establish the publication date of another 
cllalion or olherspecfaJ reason (as specif Jed) 

"O* document referring to an oral disclosure, use, exhibition or 
other means 

•P* document published prior to the international filing date but 
later than the priority date claimed 


T fater document published after the International filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X* document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
Involve an Inventive step when the document Is taken alone 

•Y» document of particular relevance; the clahied Invention 
cannot be considered to involve an Inventive step when the 
document Is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art 

document member of the same patent family 


Date of the actual completion of the international search 

25 January 2002 

Date of mailing of the International search report 

27/02/2002 

Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patenllaan 2 
NL-2280HVRijswlJk 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 

Authorized officer 

Ui ber, P 


Form PCT/13A/210 (second shoe*) (July 1992) 


page 1 of 3 


INTERNATIONAL SEARCH REPORT 

Inter nal Application No 

PCT/GB 01/03544 

C.(Contlnua«on) DOCUMENTS CONSIDERED TO BE RELEVANT 

Category * 

Citation of document, wflh tndtcatfon.where appropriate, of the relevant passages 

Relevant to claim No. 

X 

EP 0 501 322 A (GLAXO GROUP LTD) 
2 September 1992 (1992-09-02) 
cited in the application 

claims 1-16 


3-5, 
8-10, 
40-43, 
46-48 

X 

EP 0 732 333 A (LILLY CO ELI) 
18 September 1996 (1996-09-18) 
cited 1n the application 

claims 1-7 


3"5, 
8-10, 
40-43, 
46-48 

X 

WO 93 05038 A (SMITHKLINE BEECHAM PLC) 
18 March 1993 (1993-03-18) 
cited In the application 

claims 1-22 


3-5, 
8-10, 
40-43, 
46-48 

X 

W0 93 20071 A (GLAXO GROUP LTD ; OXFORD 
ALEXANDER WILLIAM (GB)) 
14 October 1993 (1993-10-14) 
cited 1n the application 
claims 1-14 


3-5, 
8-10, 
40-43, 
46-48 

X 

W0 91 16045 A (SMITH KLINE FRENCH LAB) 
31 October 1991 (1991-10-31) 
dted in the application 

claims 1-15 


3-5, 
8-10, 
40-43, 
46-48 

Y 

PI0T 0 ET AL: "Remodel age 
electrophysiologlque 1ndu1t par la 
fibrillation atrlale: Curiosite 
experimentale ou determinant majeur de la 
fibrillation atriale chez Thomme ?" 
ARCHIVES DES MALADIES DU COEUR ET DES 
VAISSEAUX, 2000, 93, 7, 

XP001037264 
the whole document 


1-48 


Form TCT/1SA/210 (contlnwaBon of second sheet) {July 1992) 


page 2 of 3 


INTERNATIONAL SEARCH REPORT 


lnt*«— ...onal Application No 

PCT/GB 01/03544 


C.(Contlnuatlon) DOCUMENTS CONSIDERED TO BE RELEVANT 


Category * Citation of document, whh indicallon.where appropriate, of the relevant passages 


Relevant 10 claim No. 


DATABASE BIOSIS 'Online! 

BIOSCIENCES INFORMATION SERVICE, 

PHILADELPHIA, PA, US; 

9 November 1999 (1999-11-09) 

RAHME MARC M ET AL: "Electrophysiological 

and antiarrhythmic effects of the atrial 

selective 5-HT4 receptor antagonist 

RS-100302 in experimental atrial flutter 

and fibrillation." 

Database accession no. PREV200000024149 

XP002188320 

abstract 

& CIRCULATION, 

vol. 100, no. 19, 

9 November 1999 (1999-11-09), pages 

2010-2017, 

ISSN: 0009-7322 


1-48 


Form FCT/lSA/210 (continuation of second sheet) (July 1992) 


page 3 of 3 


INTERNATIONAL SEARCH REPORT 


tnt<U~,.onal Application No 

PCT/GB 01/03544 


patent document 

Publication 


Patent family 

Publication 

c/ted in search report 

date 


member(e) 

data 

WO 9807728 A 

26-02-1998 

AT 

197588 T 

1B-12-2000 

XO XC LuUU 


AU 

717177 B2 

XV UO C.UUU 


AU 

4204RQ7 A 

06-03-1QQP. 

UU UO 


BR 

9711189 A 

7/11 107 ri 

17-08-1900 
X/ VO A3?? 


CN 

12332R0 A 

C/ 1U 


cz 

QQ00516 A3 

1 4-07-1 900 
xt u/ ±777 


DF 

uc 

60703554 m 

U7/ U JCJCI*r L/l 

2i-i 2-2nnn 

CI 1C CUUU 


fiF 

UC 

6Q703RR4 T2 

0i;-07-2001 


DK 

922048 T3 

08-01-2001 


WO 

9807728 Al 

26-02-1998 


FP 

CI 

oq2204R A1 

1 6-06-1 99Q 

1U UU 1777 


FS 

CO 

21R1743 T3 

01-01-2001 

UX Ui lUUI 


.IP 

9000R1fi240 T 

nc-i 9-9000 

U3 It CUUU 


NO 

nU 

QQ0fiQ7 A 
77UU7/ t\ 

1 R-02-19QQ 


PI 

r u 

331647 Al 

OOXUH/ nl 

02-08-1900 

UC UO 1777 


PT 
r l 

Q9?04ft T 
TCcUHO 1 

3(1— 0^-2001 
jU Uj tUUl 



Q22048 Tl 

28-02-2001 
CO uc cuux 


TR 

QQ0O321 T2 

91 -04-1 QQQ 

CX Ut 17?7 


TW 
1 w 

427QQ0 R 

4fc/ 77U W 

m -04-2001 I 

UX Ut CUVJ1 


uo 

6100307 a 

uiuuo7/ n 

Ofi-08-2000 

UO UO LUUU 


7A 
cH 

Q707302 A 
7/ U/ OUl n 

1 R-02-1000 

lO UC 1757 

WO 9427965 A 

08-12-1994 

AT 

1714d.fi T 

X / 1H4-U 1 

1 P-10-1908 

13 XU 177Q 


All 
nU 

680004 R2 

1 7-07-1 997 

1/ U/ 177/ 


All 

/AU 


9H-1 2-1 994 

CU XC 177H 



Q406724 A 

C*t r\ 

06-02-1996 

UU UC 177U 


PA 

Un 

2163747 Al 

£ X UO/ t/ AX 

08-12-1994 

UO XC X77*r 


UIM 

11244AR A R 

1 2-06-1996 

XC UU 177U 



9502780 A3 
yyuc/ qu nu 

12-06-1996 

XC UU X77U 


nF 

uc 


2Q-10-199R 

C7 XU 1770 


L/C 

6041 3R3R T2 

1 1_ 09-19QQ 

X X UC 1777 


DK 

700383 T3 

14-06-1999 


EP 

0700383 Al 

13-03-1996 


FS 

CO 

?1 21 21 0 T3 

1 1-1 QQQ 

XU XX 1770 ( 


FT 

Q^RfifiO A 

A 

Cf XX 177U 


MM 

QR00112 A3 

28-06-1 99R 

CO UU X770 


HI I 
nu 

74870 A2 

/ *tO/ v nc. 

28-02-1997 

CO UC 177/ 


Tl 

XL 

10Q776 A 
111? / / u a 

i 0-03-1 908 

1U UO 1770 


.IP 

Jr 

RR1074^ T 

1 9-11-IQQfi 

XC XX 177U 


MA 
JvU 

QR4761 A 

CU Ul 177V 


N7 

NC 

9672Q6 A 

CD / C7U A 

24-04-1QQ7 

C*t \J*t 177/ 


PI 

r L 

♦31 1 70O AT 
0 1 X / CO rtl 

04-0^-1 QQfi 

UH UO X77U 


wu 

Q427Q6R Al 

7*Tt / AX 

Hft-1 9-1QQ4 

UO XC X77H 


uo 

R7634RR A 

OQ-Ofi-IQQft 

VJ7 UU 1770 

EP 0501322 A 

02-09-1992 

AP 

295 A 

29-12-1993 


All 

AU 

Ciir/lfiO DO 

D*H>4Uc DC 

1 1— fil — 1QO/1 


AU 

1209492 A 

15-09-1992 


DE 

69213276 Dl 

10-10-1996 


DE 

69213276 T2 

23-01-1997 


UO 

9214727 Al 

03-09-1992 


EP 

0501322 Al 

02-09-1992 


ES 

2091963 T3 

16-11-1996 


FI 

933697 A 

23-08-1993 


HU 

65486 A2 

28-06-1994 


IL 

101042 A 

18-06-1996 


NO 

933015 A 

24-08-1993 


NZ 

241704 A 

25-11-1993 


Form PCTflSA/210 [patent tamlly annex) (July 1992) 


page 1 of 4 


INTERNATIONAL SEARCH REPORT 


Int4 >nal Application No 

PCT/GB 01/03544 


Patent document 

Publication 


Patent family 

Publication 

cited In search report 

date 


m©mber(s) 

date 

EP 0501322 A 


AT 

142205 T 

15-09-1996 


CA 

2105179 Al 

26-08-1992 


IE 

920567 Al 

26-08-1992 


JP 

6505238 T 

16-06-1994 


MX 

9200762 Al 

01-08-1992 

EP 0732333 A 

18-09-1996 

US 

5654320 A 

05-08-1997 


AT 

203748 T 

15-08-2001 


AU 

700842 B2 

14-01-1999 


AU 

6894896 A 

18-11-1996 


BR 

9608223 A 

29-12-1998 


CA 

2215359 Al 

31-10-1996 


CN 

1183041 A 

27-05-1998 


DE 

69614164 Dl 

06-09-2001 


DK 

732333 T3 

08-10-2001 


EP 

073Z333 Al 

i o fin "l ft ft/? 


ES 

2159345 T3 

01-10-2001 


HU 

9801386 A2 

28-06-1999 


JP 

11502230 T 

23-02-1999 


NO 

974221 A 

27-10-1997 


NZ 

315971 A . 

28-01-1999 


PL 

322362 Al 

19-01-1998 


SK 

124297 A3 

04-02-1998 


TR 

9700956 Tl 

21-02-1998 


WO 

9633713 Al 

31-10-1996 


US 

5798367 A 

25-08-1998 


US 

5817676 A 

06-10-1998 

WO 9305038 A 

18-03-1993 

AT 

182591 T 

15-08-1999 


AU 

2491092 A 

05-04-1993 


AU 

668102 B2 

26-04-1996 


AU 

2541892 A 

05-04-1993 


AU 

691430 B2 

14-05-1998 


AU 

6073596 A 

03-10-1996 


BR 

9206599 A 

08-11-1994 


CA 

2118798 Al 

18-03-1993 


CA 

2118812 Al 

18-03-1993 


CZ 

9400560 A3 

13-07-1994 


DE 

69229674 Dl 

02-09-1999 


DE 

69229674 T2 

06-04-2000 


DK 

604494 T3 

29-11-1999 


EP 

0603220 Al 

29-06-1994 


EP 

0604494 Al 

06-07-1994 


ES 

2135414 T3 

01-11-1999 


FI 

941178 A 

11-03-1994 


WO 

9305040 Al 

18-03-1993 


WO 

9305038 Al 

18-03-1993 


GR 

3031462 T3 

31-01-2000 


HU 

70154 A2 

28-09-1995 


JP 

6510764 T 

01-12-1994 


JP 

6510537 T 

24-11-1994 


MX 

9205168 Al 

01-03-1993 


MX 

9205204 Al 

31-01-1994 


NO 

940874 A 

11-03-1994 


NZ 

244282 A 

28-08-1995 


PT 

100854 A 

29-10-1993 


PT 

100855 A ,B 

30-11-1993 


SG 

49153 Al 

18-05-1998 


Form PCT/ISA/210 (patent family nnnex) (July 1092) 


page 2 of 4 


INTERNATIONAL SEARCH REPORT 


intei* mal Application No 

PCT/GB 01/03544 


Patent document 

Publication 


Patent family 

Publication 

cited In search report 

date 


membarfs) 

date 

WO 9305038 A 


SK 

30294 A3 

07-12-1994 


US 

5552398 A 

03-09-1996 


US 

5580885 A 

03-12-1996 


ZA 

9206889 A 

24-05-1993 


ZA 

9206890 A 

14-06-1993 


AP 

373 A 

07-12-1994 


AU 

2435092 A 

16-03-1993 


AU 

5194496 A 

18-07-1996 


CA 

2116024 Al 

04-03-1993 


CN 

1073173 A ,B 

16-06-1993 


EP 

0600955 Al 

15-06-1994 


WO 

9303725 Al 

04-03-1993 


IL 

103138 A 

09-05-1999 


JP 

6510283 T 

17-11-1994 


MX 

9204786 Al 

01-04-1993 


N7 

243993 A 

26-io-l994 


PT 

100785 A 

29-04-1994 


RU 

2124512 CI 

10-01-1999 


AU 

3457293 A 

03-09-1993 


CA 

2129112 Al 

19_0g_1993 

U0 9320071 A 

14-10-1993 

AT 

188697 T 

15-01-2000 


AU 

3949793 A 

08-U-1993 


CA 

2133083 Al 

14-10-1993 

x * xv x — * — ' *j 


CN 

1081677 A 

09-02-1994 


CZ 

9402368 A3 

13-09-1995 


DE 

69327583 Dl 

17-02-2000 



69327583 T2 

31-05-2000 


DK 

640081 T3 

19-06-2000 


WO 

9320071 Al 

14_10-i993 


EP 

0640081 Al 

01-03-1995 


EP 

0972773 Al 

19-01-2000 


ES 

2141763 T3 

01-04-2000 


FI 

944513 A 

29-11-1994 


GR 

3032877 T3 

31-07-2000 


HU 

72321 A2 

29-04-1996 


JP 

3236298 B2 

10-12-2001 


JP 

7505868 T 

29-06-1995 


MX 

9301837 Al 

28-02-1994 


NO 

943631 A 

29-H-1994 


NZ 

251687 A 

21-12-1995 


PT 

640081 T 

V~VUU X I 

31-05-2000 


SK 

116394 A3 

12-04-1995 


US 

5618827 A 

08-04-1997 


ZA 

9302306 A 

30-09-1994 

W0 9116045 A 

31-10-1991 

AT 

181668 T 

15-07-1999 


AU 

653521 B2 

06-10-1994 


AU 

7768091 A 

11-11-1991 


CA 

2081344 Al 

27-10-1991 


DE 

69131398 Dl 

05-08-1999 


DE 

69131398 T2 

02-03-2000 


DK 

526540 T3 

22-11-1999 


EP 

0526540 Al 

10-02-1993 


ES 

2134774 T3 

16-10-1999 


WO 

9116045 A2 

31-10-1991 


GR 

3031042 T3 

31-12-1999 


IE 

911383 Al 

06-11-1991 


Form PCTflSA/210 (patent temlly owex) {July 1692) 


page 3 of 4 


INTERNATIONAL SEARCH REPORT 


lnt£.T«Monal Application No 

PCT/GB 01/03544 


Patent document 
cited In search report 


Publication 
date 


Patent family 
member(s) 


Publication 
date 


WO 9116045 


JP 
PT 
ZA 


5509293 T 
97477 A 
9103071 A 


,B 


22-12-1993 
31-01-1992 
25-11-1992 


Form PCT/ISA/210 (patent family armex) (July 1992) 


page 4 of 4 


